Introduction: Introduction of new antibiotics enabling single-dose administration, such as oritavancin may significantly impact site of care decisions for patients with acute bacterial skin and skin structure infections (ABSSSI). This analysis compared the efficacy of single-dose oritavancin with multiple-dose vancomycin in patients categorized according to disease severity via modified Eron classification and management setting. Methods: SOLO I and II were phase 3 studies evaluating single-dose oritavancin versus 7-10 days of vancomycin for treatment of ABSSSI. Patient characteristics were collected at baseline and retrospectively analyzed. Study protocols were amended, allowing outpatient management at the discretion of investigators. In this post hoc analysis, patients were categorized according to a modified Eron severity classification and management setting (outpatient vs. inpatient) and the efficacy compared. Results: Overall, 1910 patients in the SOLO trials were categorized into Class I (520, 26.5%), II (790, 40.3%), and III (600, 30.6%). Of the 767 patients (40%) in the SOLO trials who were managed entirely in the outpatient setting 40.3% were categorized as Class II and 30.6% were Class III. Clinical efficacy was similar between oritavancin and vancomycin treatment groups, regardless of severity classification and across inpatient and outpatient settings. Class III patients had lower response rates (oritavancin 73.3%, vancomycin 76.6%) at early clinical evaluation when compared to patients in Class I (82.6%) or II (86.1%); however, clinical cure rates at the post-therapy evaluation were similar for Class III patients (oritavancin 79.8%, vancomycin 79.9%) when compared to Class I and II patients (79.1-85.7%). Conclusion: Single-dose oritavancin therapy results in efficacy comparable to multiple-dose Enhanced content To view enhanced content for this article go to www.medengine.com/Redeem/CFD4F0603 7897AC2.
INTRODUCTION
Oritavancin is a lipoglycopeptide antibiotic approved by the Food and Drug Administration (FDA) and the European Medicines Agency (EMA) for use as a single-dose treatment of acute bacterial skin and skin structure infections (ABSSSI). Approvals were based on results from two identical Phase 3 clinical trials (SOLO I and II;
ClinicalTrials.gov identifiers, NCT01252719 and NCT01252732, respectively) of a single intravenous (IV) dose of oritavancin compared to multiple-dose vancomycin administered IV for 7-10 days [1, 2] . Both clinical trials demonstrated that a single-dose of oritavancin was non-inferior to multiple-day vancomycin therapy. Since a full course of therapy is delivered in a single IV dose, oritavancin has the potential to shift the treatment of ABSSSI to the outpatient setting without compromising efficacy and without the need for laboratory monitoring (as is required with vancomycin) or an indwelling IV catheter [3] . This approach can affect how ABSSSI is managed, by reducing or in some cases eliminating costs and risks of hospitalization. 
METHODS
SOLO I and II were two identical, phase 3, multi-center, randomized, double-blind studies that compared the efficacy and safety of a single 1200 mg dose of IV oritavancin to vancomycin 1 g IV twice daily for 7-10 days in adults with ABSSSI [1, 2] . Patients randomized to oritavancin received placebo infusions twice daily to maintain treatment blinding. The SOLO I and SOLO II protocols were amended during the trials to allow patients to be managed in the outpatient setting at the discretion of the investigator. The SOLO trials study design was consistent with current regulatory guidelines for eligibility criteria, end points, assessment methods and non-inferiority margins.
Eligible patients were at least 18 years of age and had received a diagnosis of ABSSSI that was suspected or proven to be caused by a 
Statistical Analysis
Discrete variables were summarized as frequencies and percentages. Continuous variables were summarized as means with standard deviations (SD). Efficacy outcomes of oritavancin and vancomycin therapy according to modified Eron classification and receipt of treatment in the outpatient or inpatient setting were presented as percentages, differences and two-sided 95% confidence intervals (CI) and compared using Chi-square testing between two treatment groups. The alpha level of significance was set to 0.05. All p values being presented were two-sided. This was a post hoc exploratory analysis that was not powered for statistical inference. All analyses were 
RESULTS
Of the 1959 mITT patients in the SOLO studies, 520 (26.5%), 790 (40.3%), and 600 (30.6%) were categorized into Class I, II, and III, respectively ( Overall 40% (n = 767) of all patients in the SOLO trials were managed as outpatients. The percentages of patients treated entirely at an outpatient setting were 42.1%, 45.4%, and 31.5% in Class I, II, and III patients, respectively (Table 2 ). Of the patients who were enrolled in the United States, 73% were managed in the outpatient setting and of those, 71% were Class II-III, which is similar to the overall study population. The combined efficacy for both drugs using the primary endpoint of clinical response at ECE for outpatients versus inpatients in Class I patients was 79% vs. 88.7%, Class II patients 82.7% vs. 84.7%, and 73% vs. 75.9% in Class III patients, respectively.
Within each Class (I-III), patients receiving oritavancin experienced similar clinical efficacy as those receiving vancomycin for the primary composite ECE outcome, lesion size reduction at ECE, and clinical cure at PTE. Treatment outcomes for oritavancin and vancomycin were also similar within each class when patients were analyzed by inpatient or outpatient management setting (Fig. 2) . Response rates at ECE for patients in Class III (75.0%) were lower than those observed with patients in Class I (84.6%, P\0.001) and Class II (83.8%, P\0.001).
However, at PTE the response rates did not differ between Class III (79.1%) and Class I (82.3%, P = 0.293) or Class II (81.1%, P = 0.542). using an endpoint of 30-day mortality has also been identified previously [9] . Patients presenting with SIRS criteria require close monitoring and management to ensure an adequate clinical response. This management may occur as an outpatient in an observation unit or as an inpatient. Patients with a rapid clinical response may be candidates for continued management in the outpatient setting once stabilized.
DISCUSSION
One limitation to this analysis is that while the Eron/CREST treatment guidelines provide an approach to patient stratification, they have not been rigorously validated by clinical studies. The Eron classification has been criticized for being ambiguous with respect to the patient characteristics in the different severity classifications as well as being difficult to translate into real world treatment protocols [7, 8] . However, the Eron classification incorporates several important patient factors and was shown in a retrospective analysis of Premier database that Eron Classes I-IV correlated with increasing Charlson Comorbidity Index score, proportion of inpatients, in-hospital mortality rate, length of hospital stay, cost per patient and the use of MRSA-active antibiotics [11] .
CONCLUSIONS
The results demonstrate that single-dose oritavancin is an effective alternative to 7-10 days of IV vancomycin for the treatment of patients with ABSSSI within modified Eron Classes I-III. Management in the inpatient or outpatient setting was associated with comparable efficacy. Tools such as the Eron classification may be useful in the identification of patients with ABSSSI that could be managed in the outpatient setting, thereby avoiding hospitalization.
